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ABSTRACT : 

Disclosed is a method of modulating angiogenesis in a tissue comprising mammalian 
cells, including cells of human origin, in vitro or in vivo. Also disclosed are a 
method of enhancing wound healing and/or tissue regeneration and a method of limiting 
scar formation. 
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[0001] This application is a continuation-in-part of U.S. Ser. No. 09/730,469, filed 
Dec. 4, 2000, which is a continuation-in-part of U.S. Ser. No . 09/687 , 911 , filed on 
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May 12, 2000, which is a continuation-in-part of U.S. Ser. No. 08/894,251, filed on 
Jul. 23, 1999, as a national stage application, under 35 U.S.C. .sctn.371, of 
international application PCT/US97/21463 , filed Nov. 21, 1997, which claims the 
priority of the filing date of U.S. Provisional Application Serial No. 60/031,338, 
filed Nov. 21, 1996. 
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AB A method of inhibiting neoplastic cellular proliferation and 

transformation of mammalian cells using C-terminal peptides derived from 
the product of the PTTG (pituitary tumor transforming gene) gene is 
described. The peptides regulate the function of the protein and gene 
expression in a dominant neg. manner. The peptides may be used directly, 
as fusion proteins with uptake -promoting peptides, or expression vectors 
encoding the peptides may be used in gene therapy. The peptides may also 
increase the effectiveness of cytotoxic chemotherapeutic agents 
conventionally used to treat breast or ovarian cancers, thus allowing 
lower EDs of the agents to be administered. Kits comprising the 
inventive 

compns . are also disclosed for the treatment of neoplastic cellular 
proliferation in vitro or in vivo. Isolated PTTG-C 
peptides and PTTG-C-related polynucleotides are also 
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disclosed, as are anti-PTTG-C-specif ic antibodies. 

Cloning and characterization of the PTTG gene and its role in neoplastic 
transformation is described. Two-hybrid assays showed that the PTTG gene 
product acted as a transcriptional activator. Deletion anal, identified 
the C- terminal region as important in regulating neoplastic 
transformation. This area is proline -rich and includes an SH3 domain. 
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AB Disclosed is a method of inhibiting neoplastic cellular proliferation 
and/or transformation of mammalian breast or ovarian cells, including 
cells of human origin, in vitro or in vivo. The inventive method 

involves 

the use of pituitary tumor transforming gene 2 (PTTG2) product, which has 
the ability to regulate endogenous PTTG1 expression in a dominant neg. 
manner. In some embodiments, the invention is directed to gene-based 
treatments that deliver PTTG2 -encoding polynucleotides to mammalian 
cells , 

whether in vitro or in vivo, to inhibit the endogenous expression of 
PTTG1 . Other embodiments are directed to peptide -based treatments that 
deliver PTTG2 peptide mols. to the cells, which inhibit endogenous PTTG1 
expression and/or PTTG1 function. Kits useful in practicing the 
inventive 

method are also disclosed. 



